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[11*312] 
Hf JfrS 3 ] 
[ft 5^*1 4 ] 

5 ] 

[»*« 6 ] 
W»*« 8 ] 

CCR4^ifflW^ittc#^6t;^^^1-^itfS^a^^^#t^{i»#®f^^ CCR4U ify 
Kf&&TARC (thymus and acti vat ion- regulated chemokine) i tzitWC (macrophage-d 
erived chemokine) OC(K4^<att^*lfi#^*«te**r$ *v>»*S 7 fclBtt<OEaS„ 
9 ] 

M*14MJt^ E^WlT^SitSTS y^l£^lcoi~39, 98-112, 176-206*3 «fc 0*271 
~284#B^5»**»^feStftL*j|ffllia41.«i*t?**i»** 7 *fz& 8 U|EtRoE*'o 
[»#3U 0] 

7-9 <Z>v>"f*Lj&» 1 ^td|B«cOEilo 

7 - i o <D^-r ttt" i mz^sM<omm 0 

1 2 ] 

ttHM?J*> E2RI#-f-lT?^ £ tLS T ^ 7 »E?!lO 13-25* i ^4t^i tf h - yt? 
&£fMt^7~l 1 ov^-f l^tcEfloEIlo 
[If 1 3 ] 

^ yME^I<7)13-25*e^'^tf^7 p ^ 16, 19> 20*3 «fc £>*22*@ <£>^& < & 1 

oco-^ n ~> >-»«®Ht$ ftiz^-f^ K^co^tt^wy*-^iT'^ $ t ^ y msa 

[»*£ 1 4 ] 

1 3 £>v>-f 1 AKEfKOgX. 
[»Jj£S 1 5 ] 

M+^t ?&##C(K4MH* ft fu-i-Ji'ffifavmm (H«ft) WHit 

[Mt&g 1 6 ] 
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TOW (V^)<7>CDR1, CDR2> CDR3& X tzXt^M^WM^*. 9^ 10triE£*L 

2>t$ ym%mfrt>%:2>mm (U£) vmawcdRu cdr2. cDR3^#tfiff*?ii 4 * tin 

17] 

{mm) te£zf/ttztemmm^i2x~mztizffifo%- : ?-<vmm clad 

trlS*^ 14-16 <D^~ftifr 1 ^^Ifil^OlS^o 
18] 

(V««) fcitfligi (UK) V**Offi»ttft3fe«*(CDR)**tr, 1 4 KfBIROg 

1 9 ] 

t b MCDR^ffi^^W!)*-^ 6. 7t?^ $ *L£ T S J WBfflif* & ttfoVM OMW) 
nT^H^c (V«*)OCDRl, CDR2, CDR3£<£ i^/i £ti-e*L-r*lBE?!i#-i-8, 9, 10T?^$tL 
J mmmfrb*Z>mm 08Q V«£>CDRK CDR2, CDR3£#trfjf;£:g 1 4*fcJ41 
8 tElRoEaio 

m&g 2 o ] 

tmfr&iown (jm) v****^ 4, 1 s^j^i 9ov»-ftL*»i^^sa« 

[|««2 1] 

mwp. m&nt tz\*&fr=f-v>m&-?*>z>mim 1-20 owr tut* 1 gcgaftoEXo 

[MM 2 2 ] 

sew*** -*m h ijj >t tz\±%m-z&z>, lmm^mmo, 
mim 2 3 1 

■9- h * > 0 s , G-CSF. M-CSF, -f^-^in^-o, IL-2& <fc OTL-15^ h M 
[»3&® 2 4 ] 

mn&i 2 5 ] 
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[#*£] WW* 
[0 0 0 1 ] 

*§£Wit, K hCC^-taW :"MH*4 (CCR4) 
fcliKSMWrtti^ 4>fc< fc4l«jg«53i*Jt*ffl.*^*>-*-C4aEllt=M-*-*o 
[fiSf] 
[0 0 0 2] 

IJJLTCCR4fc^-r*) tt^*>f ^$$#7r ^ U-O-at*!. (##^^1) o CCR4 
till # > K-ea^STARC (thymus and activation-regulated chemokine) t/cfiMDC (macr 
ophage-derived chemokine) ttSfiUC^t^o Th2M ?>CD4R§1£^ ;wt -TM *i $14 

[0 0 0 3] 

#fr:£Sfc2) o CCRmXLK-m&^mmzMM 1 ) (ALK-positive anaplastic large- 

cell lymphoma) > W^AMMISt (mycosis fungoides) X^mfeteZtMLX^Z <DX, 

mfe<Dmmz&^xiiwi$i,zmm±<D^mm-*-%-£%: , o 7 ^m^ s ^^^ ( 

2 > 5 , 6 ) o tizH. hTlfflM^SlM ? (human T-cel 1 leukemia 

virus type l) <0&9ktf&mx3b&i&Am®J&.&toffi (JSLTATLt^i"; adult T-cell 
leukemia) CCR4^Nm^V^£T^5ILTV*& i him&Ztlfc (*#«\£ltt3 

) „ Sfc, ATLtC & It & CCR4%it Ci8LTIi> CCMtD&m^feTf&b ( 
^MSMWvfcWU) o $ <b JwlSHtTifflfl&ttajflL*! (JSLTCTLfc^i-; cutaneous T cell lymphom 
a) ©«BJ&-CtCCR4»iaK»^»aL-CV»* (^#K=»6) 0 
[0 0 0 4] 

±iBoccR4»ttoejfiij»/'; #nATLo^^^.-e*^ 0 atfffc^ 

TV^&CHOP^S; (cyclophosphamide^ vincristine % doxorubicin^ prednisone<7)#ffl$S& <■ 
) ^#^o7tATL^r#07#jm±^^ie)^^ttM*^V>{i'; V^IIIfO^ 4#£# 

[0 0 0 5] 

HER2/neut: h >fb#L#rhuMAb HER2 (Herceptin/trastuzumab. Rochetfc) &taxane^35L;l®£iJ 

b<D&mmmzxi)%mi'ttLxmm%*bX:*mLfc (»tt9) o *fGCD2on 

9#M£IDEC-C2B8 (Rituxan/rituximab, IDECtt) li&ftm&t <7>#JWv£K £ <9 
[0 0 0 6] 

«Bfl&l»#Mtto-o^**^<Bt#ttllBI&*#Stt (JJJITADCCflra Ji> # 
^3$, n -7 r - v\ h*<0^7 x. ? * -fflMfc$H$.-tf s %kG-t %> ZtlZ£*)3\Z 
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V y/m^MLXli, IDEC-C2B8fc>f >?-u>( (IL) -2 (^W^ftl 2) , %>2> 
v^iIDEC-C2B8i:|IW3n--$ijmS^ (*#Ml3) t <D&m&%<nWufomkifi 

[0 0 0 7] 

±|BOCCR4Htt^eifil^/ 1 ; y/SMKttL, £tCCR4^#KM2760f;£. ADCCr£1££^- Ltl 

[0 0 0 8] 

[^l^^m 1 ] W003/18635 
mmttfflll} Int. Immunol., 11, 81 (1999) 
mmttm2] Blood. 96, 685 (2000) 
l$mWXM3] Blood, 99, 1505 (2002) 
[imVfJCfflt*] Clin. Cancer Res., 9, 3625 (2003) 
mmttM5] Mod. Pathol., 15, 838 (2002) 
[&!&¥r%ffll6] J. Invest. Dermatol., 119, 1405 (2002) 
[0NRMH\fclR7] fMUfift, 26, Supplement I, 165-172, (1999) 
l$p!$W$:W:8] British J. Haematol., 79, 428-437 (1991) 
[#Nf iTJCiifc 9 ] Clinical Therapeutics, 21, 309 (1999) 
m&WXWtl 0] J. Clin. Oncol., 17, 268 (1999) 
l&WWXWtl 1] J. Immunol., 138, 1992 (1987) 
[^Ml 2] British J. Haematol., 117, 828-834 (2002) 
[$mW$M 1 3 ] Leukemia, 17, 1658-1664 (2003) 

[0 0 0 9] 

<nmn t * m.^^x & & mm z Mtt-t £ - 1 k & %> „ 
[il® & tz t> <D^m 

[0 0 10] 

*§tmii&TV (1) ~ (2 5) imirZo 

(1) fc: hCC^tff >§:^#4 (CCR4) H^Mfi^^^i-^itfS^iam^^^ 

(2) CCR4^#M^^^^i-^a^mmx.ti ! L#i^(iTO#S(f>i-t, ^4 < £ i>l 
[0011] 

mmoMMtzmmi>zy.teM>kmK$i5-i-2>?ztb<DmMo 

(4) mm*K m&mM-i?$>2>c\t*wwL£i-2>±.u (1) ~ (3) (d^-tmi^. 

(5) M«^TCR4£S§iILTV>;& ±15 (4) KWM<DWMo 
[0 0 12] 

(6) CCR4^ilLTV^M^dtJflL§?Mli^^^±IB (5) HIBft^E^o 

( 7 ) CCR4K##llft KB&l-Z&teTm.&Z-tfu&Z tzttmfofrWrKtf, CCR4<£>,1«^ 
WK^ft^i^U H hJflL/h^^Sf&tt^^$^v^#^^)^±lB (1) ~ (6) <D 

^•ftifr i mKm^mmo 

CCR4V ify K"t?^^>TARC (thymus and activation-regulated chemokine) ifcfiMDC (ma 
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crophage-der ived chemokine) * fMft & flH£ * * £ 4: v>±|B ( 7 ) KfB 

[0 0 13] 

(9) jffll&^ffl*^ IE5I1##1T?^S*L*T5 98-112. 176-20 

6i3J:y f 271~284#B^'b^^^^^M{mJ2,^a^TO-e^^±fS (7) ttzii (8) 
&CfB«t£>HISo 

(i o) mmnm^. &m&^ir-m2ti2>T*;mmm<D2~~29&Ei l zft&-fz>x- 

fcf h 3 _LiB (7) ~ (9) mv***ij&» 1 3lfcSa*t<*>EHo 
[0 0 14] 

(11) HHia*^****, B2?!)#^-lt?^$*L* T 5 / mSfi^J^13~29#i 

j.tr h--/T*s±E (7) ~ (io) ov>-ftt^i^frcfBmog^o 

(12) ffil&ftflHfcd*. E5U#-^l"T?^S*t* 7 5 J m@B^!)^13~25#i £ 
itrh-^-C^^ilB (7) ~ (11) ov>-rtL^l^^|B|RoE^o 

d3) ccR4K##*tt fctt-fr-r s aWs^ffiSUSMtt* tz tt«a;#»rM-^ k?«j#-*i 

T^Stl^S y^eH^!jO13~25#B^-^tf^'7 0 ^ KO? *>, 16, 19, 20*^^22*1^ 
< 1 O^fDi/V^MIftHfc^/f K^^^^tt* s ie^!i#-^i-C75^tL 
/miB?!l013~25#B?r^-tf^7'f- K^tt-gitJ: D fc&v>£ 2: i"*±E 
(12) KfBfc^EISo 
[0 0 15] 

(14) U M&ittm&z-ffifcW M^f^ 7*fb#t fclibh MCDR^«J(tflfC* 
*±E (1) ~ (13) Ov^-f *L3&» l£fciBUW>EaSo 

(15) M^f^ 9 ffi##CCR4 *V * n — J- *fittf:©*ft (H 
ft) *T^fIit (V««) (Lft) V«*fc©ffiflttt*3fe**(CDR)*'&tf, ±IB (1 
4) Clfif^ilo 

[0 0 16] 

(16) tM*^7»WJff5, 6, 7T?^£*L&7 5 ygfeBE?!!^ 
©fift(Hft) liTgfttt (Vft#)<Z>CDRl % CDR2, CDR3^«tU f /*^f4-e^-r^lB^J#-^8, 9 
„ 10-C^$tt^)T§ (LID Vft«OCDRl, CDR2, CDR3£-g-tf-tfB ( 

14) ttzit (15) izmm^mmo 

m%(m) vsmm. (visao ^iuvt ^(i@B??ij#-^i2t?^$tL<stiL#^o^ an 

) V«i**#tr±lB (14) ~ (16) WftLfr ligizUMoMMo 
[0 0 17] 

(18) MCDR^irC#5& ? CCR4lz#^fi<j twife^-f & * / * n - f- )l/$Lfo<7)M.m. (H 
ft) W£ftJ* (V«i«) ^iOTift (Lift) Vft#Offi«t£fc£«:tt(CDR) ±IB (1 
4) \Z&WWWMo 

(19) U MCDR#mfL#^SB^iJ#^-5, 6, 7T«^ $ *L Z> 7 5 y miB^J 5&» 6 & 
<Z>£ft (Hft) WSEftift (WiOOCDRK CDR2, CDR3i3 <fc tK/f tz\±*fl^KWM& J %r%. 
9, lO^gESftST 5 yaME?!);frP>fcSeft (Lft) Vft*OCDRl, CDR2, CDR3£-g-tf ±IB 

(14) ttzii (18) IcRtt^lSXe 
[0 0 18] 

(2 0) hMCDR#ffifcL#^@B^J#-^16t 7^}±17^$^^75 /miB^iJ-e^^tL 
* 7 5 y m@B^iJ^ <b (H01) RTggft* (Vfttt) £ J: OV * fct*@B?!l#-§- 

lS-e&ZHZ&itfrf'nmM (Lift) VHi^Sr^tN ±E (14)", (1 8) SsXV (1 9 
) <0v»T*lj&» l 5U::E«W>E&o 

(2 1) KISU**, SS«*fcttte3^<0&#J'C**±&B (1) ~ (2 0) OV>-ftL^ 

[0 0 19] 

(2 2) SSJt^ *M h*^^tfei±tt#:T?*a, -LIB (2 1) |B*Og^o 
(23) t^f>*'f G-CSF, M-CSF. y>*-7*n>-«, IL-2& «£ tHL-15 
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(2 4) *&tt<r)m%w, it^mmitfcte*)\s*>mmir~$>z>±m (1) ~ (2 

3) m>-f*La»i3tKflBtt©Emo 
io 0 2 0] 

(25) <b^^J^\ tf > ^ U V^n7^77?K, xb^'yK^j:^ 

^ h h h^ib;i(£:ix&»-e&3±fg (24) HlB^O^Jo 

£ mn-r & tz & (nw&^m 
[002 1 j 

<nmm. ccRMzm&WKKBi-zmttm&zfofattzitmfofcMfrt, ^<tut 

[0 0 2 2] 

^WotU^o ZM*ti<7)MMj£fr*m&Z^tz&m^te^ CCMK&mMKftk&lr 
[0 0 2 3] 

*IP;§ K 33 It & CCR4 K<$m&J ^M^-i" & itfc?«x.*n;#i3 £ V* (DfoWtii Jt (»T, 

«fc ^jSte £ ^ $ & v>itfc?-$J| t t± <^tn;#iff it . 1« v> ADCCfStt £ & itfS 
[0 0 2 4] 

-39, 98-112. 176~206£ fcti271~284#B Sr^tr««, «fc <9 Sf £ L < liE?!)#^-lK^ 
£*1&T< y^i5^J^2~29#g (@B^!l#-^2), $ h L < T 

5 7miS^J^12~29#g (I£^ll#^-3). #K0i§: L < i±E^J#*lC^«*l.* T 5 J Wm 
^|J<D12~25#S (SB^!l#-t4)lC, #*WKRJfc^*Si#J&***f hti&o 
[0 0 2 5] 

#3MSfci3»t4aMtti, IS^J#^-lT'^$tL^.T5 ymSB?iJ^13~25#a^-^tf^7 p f" 

viiztt-f &&&&& ^ B£yij#-5§-i-c^£*i£ t 5 y m@£?!loi3~25#e ko 

16, 19, 20i3.fca f 22#B<^$< ki>m±<Druzs>&m-t>*mfcttZtitz'<-7?- 

m. (W002/31140, W003/85118, W003/85107) ^IS^ffiftt^^fi-So 
[0 0 2 6] 

£X?&faLmVffi& (J^T> LVSfcliVLfc *>#1") t hEMfc^OttJ ilft h 3fi#OlJKfI 
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[0 0 2 7] 

u-i-)\'%ifo*tkm-t2>^'( 7V K-viO, VH£ i^a- K1-£cDNA£SK# U t 
h #l#:CH£ i^b ifcflcCL* a - K-t * iH*^ HjWMH^^ * * - * ft*" 

[0 0 2 8] 

-ttU£v>fr%: & i><DX-i> «fcv^ IgG* 7X^)iWfflt** *K JEKIgG* 7^Clt^ 
y K y2> r 3, 7 4fcv»o^:^r^9^0V»-ftL4fflv^ii:*«T?§ao t M^f- 

*ft9!fci3tf* MS** LT(t VHOCDRU CDR2& «fc TramW-frti-m&W 

#-t5> @E?!]#-§-6i3 i r/@e^!]#-f-7x VLOCDRK CDR2& «tO f CDR3^^tL-rtt@B^iJ#-f-8> IE 
»-^9i3 J: TO^J#-^10-C^$ titz 7 5 7 miB^iJ fc-S-tr t ?#M£, «fc U AW 

KttVHfc «fc CTVLO 7 5 7 WLWffi\iP> *Hf*i-E5!ltfllJ5 «t OTEyiJ#-^12T?3£§ tLfe T 5 

H£C«ijW*fc MfcfrlgGl-fr:/* 7^W7 5 /&»?!), L$IWt^Wfl#-tl2T~ft£*L*:7 

5 y ifeEyiL mem**** v Jft# ^7^07?/ mie^J^ <b & a t * 9*u#*«* 

tf«bttS 0 ^x.{fW001/64754tC§S^$^«LCCR4H hl^r> 7#C#KM2760^&tf 6 tL& 0 
[0 0 2 9] 

#*Wfci5»t*fc hMCDR#*£#L#(i, CCR4tC#^69^^1-'&t: h &M$}%0<omfc 

*-*flMISU tt%ifflfl&^*X-t-*Cl tic J: !> Sfitiit^^o 
[0 0 3 0] 

h^cOVHiSitKVLO? (JJIT, FRfc^lE-f£) W7 5yWJ*iS? 

xJ£\ Protein Data Bank* b*<DT- 9 Kfi«$ *LTV>£ t h #C#CDVH:£ «t tfVLWF 

£!) (Sequences of Proteins of Immunological Interest, US Dept. Health and Human S 
ervices, 1991) & ¥1)*$>if b ti&o 
[0 0 3 1 ] 

*§kmfc&lf&$H*<OCR£L"Ci±s KYJASruyyv (£1T, hlgt^ISi-^) 
JR-*-iT.tdrv>*»44 4 J:v>** % IgG^9^0t©**SfaiT?*»JN £ «b KlgG^ (CiK 

tSyl, y2, 7 3, y 4t\s^tz-y-7? 7 X<D^-ftlkM^& d t±*X*£& 0 ttz, 
MCDR#HtfL*<7)CLt L"Ct± % k ^7^*S^liA ^7XO^O^v^ii:^-ei^o 

/RE^Jd»e>**&#VHtf>CDRU CDR2, CDR3& J: V/f ftlifiifftS»!H8, 9, 101? 
mZftZT*. smMnfrbftZVLOCDRL CDR2, CDR3£^tf t h fflCDR^ffl#t#^ ti^f 

[0 0 3 2] 

$f S L < {±, tiL#<7)VH7&WJ#-^13t 7t 1414, tz tiVLy{» ? @c^J#-i-15T^ $ ft 

^75 ygftE^J4"&tf^ H hSCDR#ffitiL#*^ ? ^)lf t5tL^> 0 
i «9$f * L< it, 

^#OVH^> ge^J#-^13T^$tL^7$/mS29lJO^*,, 40#g<^Ala, 42#gOGly, 
43#§OLys, 44#g<7)Gly, 76#gOLys, ^ i tf97#B OAla*t>aUf itS^ft < ^ 1 

HiiE#2 004-3122702 
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oM±©7 5 y m^S^HHO 7 5 y i$a*Kfi#l £ *Lfc T 5 J mm\\ *&tr\£.h MCDR# 

fitflJO YH** % K^J^UT?^ $ tL* T 5 y m@e^"J <£> 0 % , 28# i OThriS <£ 0*97* S ^ A 
la0 1 < t & lo JBLt© 7 5 y *Lfc 7 ^ y * h SCDR# 

St#<0VL**, S5?iJ#-^15t?^$tLST5 *>> 2#gcOIle, 3#H<0VaK 50 

#B<9Gliu *J:O f 88#BOVal^^aitftL*^*< £ & l^>Hk±<DT 3 ^ BW3Ufe36»«» $ 

ttfltOVH**, |5^J#-f-13-C^$tL^T5 *>. 40#B<7)Ala, 42#i<£>Gly, 

43#@OLys> 44#B<7)Gly, 76#B<£>Lys, *3 «£ r>*97#g OAla, & £ t>* H8fctftf>YL**„ @B 
£U#-5-15-C?FS*ia7 3 2#B©Ile* 3#iOVaK 50#BOGln, i3«fc 

y ? 88#Bovai5^?>ajirtL*/i?&< t fcioja±<£>7 5 yswt©7 5 y^ictis 

ffitfWVH**, @g^J#-^14-C'^ £ *l & 7 5 y m@e^ij CD-)*,, 28# 1 OThr*S ± V97# § OA 
la, & ib ^*rC#c9VL#\ i£^J#-tl5"C^^tL^7 5 ym@E^ijO^ 2#B^Ile, 3# 
BOVaU 50#S«?Gln. £ £tm#@OVal^S>Mtfn&^& < t feloJJIl±<D7 5 
W«7 5 y Bft»*lw«lft$tL7t7 5 J hMCDR#M#L#, 

$ii575 y&IE?lJ£-£<&. (L«0 V««36*BB^I#-^18-C^$tL* 

7 5 y £ # tr h MCDR#ffi^L#, * »f "b *l S 0 

[0 0 3 3] 

, ^oCCR4 JRf^Kj izK&i- 2> *rC#: £ HtgMJtBr Jf *> *S&9§ ^ISH £ & o 

*^{ri5tt*75 ;SE^jc*v>tm±©7^ ym^^ 5 ^. ffitfe, 

, ii?tiiW75y»wx^ em. nx* iz\±ttWfi*>*z. fc**i*u ^ 
, #A^^fi#Wiwi^n^D-c^ i <, !fAt^fi#ijn$tL^75 ym^ 

*tt3t*SMi:*5cjSSllt*-ra*>4:v^o ^l7^fMtLtl±, L-75->, L-7* 
I0 0 3 4] 

AP:n^fv^ ^yn^^/v, y;vn^y>, /ty > % y;i/^N*v>, 77->, 2-7 

^O^yjl-77-> 

b» : 7^^9^>»> ^fv7^/'!7r/i, ^fv^Hr/i, 2-7 

5 y7yf^ 2-7^X^'J>t 
DP: 'Jv'A T)V*?=-y, 2,4-^7 5 y -f* 2, 3-^7 5 J ~fu \L 

m- : 7"n'J 3-t Kn^->7'D'J 4-t Kn^^n'j > 
Gp : 7x-^77->> fny> 

**WC^»t* t: haCDR#ffi*n;#<7)*#^t LT{±. W003/18635tCfB«Ob hSCDR^ 
ffitlt#, W000/42074^IB*O^y ^o-^;U*fL#:iGl. 2B10i^filOE4^feftSt$tt4 t 
h fflCDR^tttfMfc. W099/15666 tiB*<0 1 h fett^y^n-^ ;V^#252Yt /c fi2 

52Z^ hftUZ HZ ^ b MCDR«^l#:> US6245332t'fSm<7>^ y ^ n - -T &&&&&&& 

tBiE#2 004-31 2 2702 
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[0 0 3 5] 

«t»>t>J:U, 
[0 0 3 6] 

^tjf^tStiKJ: *K Fab> scFvft fc*<^#W=i-£ 7 r - 5>MKS&B$*fc 9 ^ 7 
[0 0 3 7] 

* ft if*** <b o h *ivl£M£ l-r/^yx;^ Strifes b<D\zY fofonftMlomt 
[0 0 3 8] 

*&Wiz&nzfofoMfrt LTJi, Fab. Fab\ F(ab') 2 . scFv. Diabody> dsFv, CDR£ 

yK5ft*-c«»»f$tL*), mmM^mfo^frtLm^mspx^y 4 Kit-* (s-sit 

[0 0 3 9] 

' ^IKK^ttSFabli, ^H^OCCR4(i#^fi<J^H:S1-*t: hMCDR#*t#i/ffc£^fiS?:fr 
JJMHffs'Cs'C ^ > -Cftta LXn&^t tfX # & „ £ W\ ffc#MfcOFab * a - Hi" S DNA* JBK 

F(ab') 2 {±, IgG«rSfift«^»**^7''>>T?ft ! aLT»?>*L&WfM-<0d*) (H«|c7>234# 

[0 0 4 0] 

#|&§im:j3ltSF(ab') 2 »i, ^S&EOC^te^fl&fcRjfc-rs t: h fflCDRfMfiJftfrfcSe 

Fab' l±. _Lf2F(ab') 2 ^ti > Vm$t,<DS-S1fc&*tym Lfc^i»5]?©ttSig^ttS: 
^1"SM:®ftf--e&S 0 
[0 0 4 1 ] 

^Wt-^ttSFab' t±> ^^OCCR4H#^fi*j^^i-^F(ab , ) 2 fcjtTntfjy?-** ^ 
h-;i/MLt#Sii:#"Pl-5o 3 7i(i> CCR4fc#*KJfcKJS-rs hfflCDR;$*6#L 
#cDFab' *a - Ki" SDNA«r®^*^»^^ ^-*4V»»±Jt!K^ffl3&3S^^ 

ttiiE#2 004-3122702 
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h c: h * ? -e Ho 
[0 0 4 2] 

scFvtt, 13|coVHfcl^VLfc«:12»36JSL±oaS&^^KU (P) *ffl^T* 

# L , VH-P-VL& v> L ttVL-P-VH# V ^ 7 f - K "C % fiuffiift -frffitt * *+ * tfr*Br it * & 

[0 0 4 3] 

Diabodyte, tt«ft^*ttOWC4^»±**&scFv36 s 2*fr*^L3ttt#Wfit^. El 
#3&E£i3»t*DiabodyH\ flUt^ COMfcWattfclfrfr-t &2<ffiODiabodyf±> *§&W 

occr4 tc#^a«j t- ^^-r 4kF mcmmm{*<vw& izmz^-v-tz cdna& u 3 

$>2>\,*i±M®!kyo^MX-t2>Z£&£ <9Diabody£3&il£-£, Sj£-** &o 
[0 0 4 4] 

f- KSr^v^x^ >SiafelB|OS-S«lf'6'*^Lrtt'fr**^feO*rV^o 

flMfe-f y9Sfc3£»iReiterfefc i <9^£ft£;£y£ (Protein Engineering, 7, 697 (1 

994)) i:^ot, fit#(03£#«^ffl!llw*cfV>T«^-t*ifc^-r-^*o 

#&Wfc:fc»t*dsFV«\ CCR4K##||ftK|iHrt&K hSCDR#tt#L#OVH;fe J: tfVL* 3 
- K-f a cDNA*JRWU dsFV*3- K^«DNA**«U «DNA«rJK*^*ffl»a^^ * - 

[0 0 4 5] 

CDRfc-g-tr^-/*- K«\ VH* fcl±VLtf>CDRW^fc < & HB^-hSr"^-^^ tt^> 0 

t fc i <9 * ^ £ £ o 

#^K;mt&CDR£^tf^7^-F}3\ CCR4K#^fi<lK^1-& K h fflCDR^fflfolfcOVH 
^.fclWLOCDRfca- K-T-ScDNA*^ mcdMZ JWMft® m^W* 9 9 -** v>{±H 

m^mm^^-9 9 - k#a u m^m^? 9 - *iit«&wa & ^«:*t££#^*A-r a 

IitJ:»lM$^ i fc, CDRfc -g-tf* 7^ Kli. Fmoc& (7 

/utf-^ifcK tBoci* (t-/f ^t^y*;^f-;vfe) 

[0 0 4 6] 

Wibirhfi&o ^ftttfciJ-'f F^'fViUit 4 V*-n^*>-2 (IL-2) . IFN-«. 
IFN-y> IL-12, IL-15> IL-18, IL-21. fractalkine. M-CSF, GM-CSF, G-CSF, TNF-a, T 
W-p\ IL-la> IL-lj3^7& s &*f hti&o 
[0 0 4 7] 

%&tP%>ift>>tlZo £#«Jfc#Mfr£: Lttt, $tlCD3#l# (Orthoclonett) , tfLCD4jft#. fit 
CD5trL#:. tfCCD8tf[#. *fQCD30fiL#, fiuCD2fiu#^ JftCD25St# (Zenapax, Hoffmann La Roch 
ett) , SbCD52fiL# (Campath, Ilex Oncol ogytt) ^ Xtflbtfh tt^> 0 
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*H^i:fflv»t, Wffi^^Ji ttli, 757*^f > (xft-Jl') [amifosti 
ne (ethyol)] , -/^^fV (cisplatin) > Ftifr^JV (DTIC) [dacarbazine (DTI 
0] > Ptrf-Si-i zs> (dactinomycin) , ^nv?5> (t^n<>'x>v7^- 
K) [mechlorethamine (nitrogen mustard)] N J* h U"/ h Viz > (streptozocin) % 
•>^D7*^775 K (cyclophosphamide) ii (BCNU) [carmustine (BCNU 

)] , nA^f> (CCNU) [lomustine (CCNU)] > K*v;Hfv> (T F V T**4 */ >) 

[doxorubicin (adriamycin)] > K^r V;Vtf'> > U *° (K3r->;t/) [doxorubicin lipo ( 
doxil)] , y^^/^lf> ($*A"»T— ;V) [gemcitabine (gemzar)] ^ ^^y^lfV^ ( 
daunorubicin) iftr J li'Visy' 1 ) (¥ *J J y*— A) [daunorubicin lipo (daunoxome 
)] , 7*n*^W (procarbazine) . v^f fv-fy> (mitomycin) , '>^9^> (cy 
tarabine) , iHvK (etoposide) * h hU^-b-b (methotrexate) > 5-7 ^ 
n77V^ (5-f luorouracil) , tf>7*9 > (vinblastine) ^ (vin 
cristine) . T'Vtv^fy^ (bleomycin) > 'J 9 *r*)V (95rV-fr) [paclitaxe 
1 (taxol)] , K-fc**-fe/U (^Vf7) [docetaxel (taxotere)] . 7;Vf^n^f + 
> (aldesleukin) , TX^J^i — -tf (asparaginase) s 7X;V7r> (busulfan) ^ 
iJ)V^"f^^-y (carboplatin) „ ^ 9 K V tT > (cladribine) > *>^bfv> (campt 
othecin) , CPT-1U 10- 1 Kn^ri/-7-xf h T */V (SN38) [10-hydroxy-7-e 

thyl-camptothecin (SN38)] ^ 7nn-) , J^>' (f loxuridine) , -7)Vfr?\£y (fluda 
rabine) > tFn^y7P7 (hydroxyurea) . ^W7r? K (ifosf amide) > 4 ffr 
yf.-yy (idarubicin) . (mesna) -i^JTijy (irinotecan) > 5 h^-9->h 

n y (mitoxantrone) , (topotecan) .. n-f7n'j K (leuprolide) * Y 

XYu-fr (megestrol) > ^^7r9> (melpharan) , ^;v*7'h'/'J > (mercaptopu 
rine) ^ -?*V#v>fv> (plicamycin) . 5 (mitotane) . (pe 

gaspargase) ^ ^> h^^f > (pentostatin) . \£^yu-?y (pipobroman) . J* h V 
7°bV*y> (streptozocin) ^ ^+v7i> (tamoxifen) , •r — tfi'V (teniposide 
) , TAYyphy (testolactone) ^ ?-*9*T — y (thioguanine) . (thiot 
epa) . 77y^v^^-K (uracil mustard) ^ fc?7 V)V\£y (vinorelbine) , ^d? 
A7*y* (chlorambucil) . 7*VK-7n> (prednisolone) ^ tfVr'->> (vindesine 
) „ —k^^-y (nimstine) ^ -feA^f-V (semustin) > s&^v^fcfV (capecitabine) 
„ hAfyy^ (tomudex) , T^f^f-VZ/ (azacytidine) ■> UFT\ tW^fi' (o 
xaloplatin) , *f7<i*-*7 (WW^) [gefitinib (Iressa)] . (STI571 
) [imatinib (STI571)] , 7Ati"J> (amsacrine) > t-fl/->5>^l/f >t 

(all-trans retinoic acid) . K^W K (thalidomide) ^ ^fnr> (*-^V 
f-y) [bexarotene (targretin)] . * 9v*y (dexamethasone) > 7tAbny 

— ;U (7'J5f';^^) [anastrozole (Alimidex)] ^ n^7 0 LJ> (leuplin) ab&W± 
£*i£Offl^£-;b-tf2Wf ^iL^.o St L< fcf^V*?->> y^D7t^77$K 

[0 0 4 8] 

& t>* h , k is v> r {±CCR4 K<&m&) & &{K=?m& i n&fcftrfr 

*n^©giii> ccR.4Z5&mLx^2>mm~ttL~cm^2> z tares ***«*«wfe**& 

[0 0 4 9] 

T&ibL&mmt Ltit ft>ttajfli#. ti'tteifi^, *->^>«. #*s>*>rta:*a t *»r 

tB|E#2 004-3122702 
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fl&a«ttu v^'teii, TUBflaaTMry >^°tfiM> ^ATttttawj (atl 

[0 0 5 0] 

M4T»JII*t Lt(i, lIM'i v^ttflil, Tai^H*!'; >^^'l±SifiaL^> -t 

»ttT»ttU>^°Ja, *^kM^«MV>^^M^ ;&AT,mi46lM/'J > 
[0 0 5 1] 

#3P^B^<£>$j|i:i;^ in vitro O#ffl«»M'&rI']^ ^<to Tp-<& £ S 0 
in vitro <Pfflife|g#gteiffl^Ogflfc ITtt, ADCCStt©Sl3fe3R* , *»f fe*»-*o ADCCfStt 
14, Svfc^ftTT^ »tJBK-t?ab*CCR4SrllKi"*IR»iffla&fc. t h*5v»lif 

[0 0 5 2] 

4 <0 EH <0«i* »± , ^ * ffl v> fc in vivofe LM^fgtt £ ft fei" & £ 

[0 0 5 3] 

2^H^oEaioMffioiw|^#^T f ;Hi, EUIIH^ ^(7) v 7 CCR4 

[0 0 5 4] 
[0 0 5 5] 
[0 0 5 6] 

mn&^izmmtkmmtLx^ nau yn^m # ^-t^au, ftau urn. m&m 

miE#2 004-3122702 
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[0 0 5 7] 
[0 0 5 8] 

mm & * * * m > *m tm as * fz & # ;v ^ y mm £ ^ v> r n ^ $ n & 0 
ttz, v&mMi±mmm j t<D>b<D, %\,*li$&®%<d\ij&& xv^mkWkZM^-f, 

[0 0 5 9] 

J: i)***^ a*JftAliaa/£5*fc#*k UT0.1~20mg/kg-e^>*o Efrffc 

mmm 1 1 

[0 0 6 0] 

in vitro< Bfl&»gfeteK*m&ffiCCR4fc hM*^ 7#L#KM2760 (PERM BP-7054, W001/6 
4754) fc^W h^W >£<0&m%)%:Z!2kT<D-%&K* OMJSLfco 
[0 0 6 1] 

(a) X7x^-«||MI 

^1TA»MlfiL50n]L£$mU ^<V>th';f A 0.5mL«riJPx.ll^5& s 
Km-frLfco -*l£M0N0-P0LY3«?£ (*H*»*»5S:*a«) *ffiv»Ti!6#OStW# 
tctot, fffi^^L^o RPMI1640-FCS(5) t&til. [FCS*5%^tfRPMI1640^Afe(GIB 
COBRLtt)] T?3ia3t^J*LT*»lfe, ITOtt&fll v>T3X10S«/mL<«*K& * £ 7 

[0 0 6 2] 

(b) i?!^^-!*^^^^^!!! 

±|S(a)T?#?)^x7x^ *HKM&#**50/iL1*o, 96^^^^- h (Falcontt») 
Kfr&Lfco $ <b ^RPMI1640-FCS(5)^ifeT-«L^2ng/mLCOlL-2 K^r^ttS) 

2ng/mLOIL-15 KT'nf^ttS) J: WW h * W >*^iP<0l^1±*f J^.t? 

&&RPMI1640-FCS(5) 50 /* I/f ogljO^ y «in U 5%C0 2 W 1*3 

[0 0 6 3] 

(c) ttttiHi&flmoira 

G418 (tJJ^'ff^^liS) £0.5mg/mL-e^tfRPMI1640-FCS(lO) igJfe [FCS£l0%#tr 
RPMI1640J»ife(GIBC0 BRLttS*)] XigmVtz, t -7 * «M««EU > COfcitfK^ £ 
SAL^KIESM*^**ffi*il!BI!&^**C(»4/EL4«BJia (W001/64754) *r«iCpfl*K*f^X 
tfJRflS «t «J RPMI1640-FCS (5) %%LXm& L RPMI1640-FCS (5) ^%tr2 X 10 s «/mL 

[0 0 6 4] 

(d) JfflJfe»*«ttoiWSfe 
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- \<D&*> x;K: (c) T-pmL/ctie»a^m^lxio 4 »/^i;v^^^ J; ? KSO^L 

tat^o coi: ? -mmtm*)mm<7>}ktei5:it%:&o km2760£* 

^UK^^Wl^^^^lOOng/mLt J: ? K^lJU Lt, 37t;-?4B#F B mic;'$-£*:o R 

, CytoTox96 Non-Radioactive Cytotoxicity Assay (PromegattiO £ffiv>T, ?^#CDf£ 
WttftotttSf- 9 - i T'fflOjEL^o mWMM&f&MM<oW.Hb&r- 9 

{4, x -7 a. * * -tt$Mi3 <fc l^flcj&at^ft*? ») I--?" *L^*iHM«>RFMI1640-PCS(5) 

#L«f£Oft:fr >9 tC-en.'Ttt|WI#4<7)RPMI1640-FCS(5)^ai : Srfflv^-r % ±fB J: HttOSMfc 
fcft 0 - t tlitfco IKifeMi^fMT'- * 14, #L#?Mi3 «t 0*x -7 ^ 9 9 - 
Mfofe$.<DiXt>t) ^^-^L-P^[SI^fi<7)RPMI1640-FCS(5)^lfe^fflv>-C i g:)^^trVN 
T45^^15^L^9% Triton X-100«£»]U ±|Bi: M^^fctr ? ^ £ ± 

[0 0 6 5] 

miwt&ttw = [ c^#o««) - (x7x^^-mimi««) - ( 

MS) ] xioo 

h ft 4 >0«infc J: ^ ±»JifJnLfco C£>|£3U4, ^CCR4ffi#<^fflJ&l^#?&t£ft s > 

[HMM 2 ] 
[0 0 6 61 

CCRF-CEM«(fc Ma^eifil^fflJ^^)^2X10 8 'f@/iiiLT*RPMI1640^ (Gibco BRL) K 
/t 0 mH«^15B Bicycle J: *M0#^«i5fe«r fir v> % *) «*flM**#m Lfc 

[0 0 6 7] 

(5U) 

H*#St* , 140~342 mm 3 (^260 mm 3 ) <&^rt^M*&^r-*-S'llflc*«tfeU TO 

Wfrlf L1z B ^rDayOi: Ltz a 

A. KtttfJtM? : 

B. KM2760J|Mtei* : Day0fcDay4^1E*>7t <9 800 ^gtt#Lfco 

C. \f> 9 V > (J21TVCR; * > t£>&|tfl^ -flc^^ftt) 
i£ : DayOKlE*7t»J0.55 mg/kgtS:-^ Lfco 

D. KM2760 + VCR#ffl3£ : VCR£, Day0£ 1 Jjo.55 mgAg. KM2760£, Day0tDay4 
\Z 1 E * *) 800 g-e L o 

[0 0 6 8] 

«£V0 fc Ltz t § ODaylOW«*flE«a£<k (V/V0) <7> s F*&'lit©Jttfc-C*ro fc c 

#S^OVA0OTOffi^H2^^1-o H2KSLfci^i:, KM2760tVCRfc 0#ffl^(4, V 
CR^ttabSv^±fit##»«t 4iftv»iS5it?|liWia6**^L7to 
[0 0 6 9] 

&P©V/VO*l£^RHlfOV/VO^IfcLfc0[ (T/C) fc^lfcarfo KM2760, VCRW^^J^ 
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tJfc-^&a: N *l^<0#ffl#^T/C (St+OC) ti> DaylO^^V^TSf^iT-^SO^lcl: *9 & 
©Wt (0.11) *7j<LtZo 

mi) 

A B KM2760 C VCR D KM2760+VCR ggfrll (BXC) 

1 0.43 0.49 0.11 0.21 

&±±<), m276otvcR<Dfcmn^te, *ti?ti%-m&***). -m^fcmmn^*^^ 
immm 3 ] 

[0 0 7 0] 

faccRmfe t->^n7t^77? vt <D&m?&.5- iz x & &&&&& 

CCRF-CEM^I&(1i hT*BJ|&filfiL^m#)^2X10 8 WniLT-RPMI1640^^ (Gibco BRL) iz 
«U MMlOO^L^Balb/c*- (0$^V7, ii) <£>MSR&F*H~ ^«LL 

7t 0 MWfass s t ^ k i %m.m&<omfe**n v*, h»j 2©*2i:iu nan* 

[0 0 7 1 ] 

Ja^#^ni6~349 mm 3 (TO219 mm 3 ) ©*EHF* U f^HW^ 

S-DayOt LTto 

A. Brt£*tJ?R» : 

B. KM2760mW : Day0fcDay4fcilE&*:«5 800 ^g^4t/; 0 

C. y^7^77U' (JGHTCPA; m^m*-* K9*9-%) : Da 
yOfclEfcfc »J 65 mg/kg$:-$- L£ 0 

D. KM2760 + CPA#JS3£ : CPA£, DayOfcl Efcfc »J 65 mgAg^ KM2760£, Day0hDay4lc 
1 m&Jz •?800^g^tL-rtL^#t^o 

[0 0 7 2] 

ljft#Lfco Day4^M»«<7)ilI^^ i fi 1 v^ ffiM*S&*«>i|3l£{i, ##ODayO<9JK*4£« 

£V0 L tz t § o#flHj£ B (omm^mmt (V/V0) oTO-fitoibgWr o fc Q 

' &m<DV/VQ<D¥1%i&<omBfftm®*W3K7F"ro 03K:*Lrt: KM2760tCPAhO 

[0 0 7 3] 

#»©V/V0*Bftt^J!R»©V/V0"t?IStLfcift (T/C) ^*2^7pi"o KM2760. CPAW^#J<7) 

rn^jj tmm k. mn zntz wwcommm, -t%t>% &mn mm- wc z tim 

tSt^&t, IWfflSWC (^t>OD<£HI) ttSM"?*ao.39J: f3 fctevMft (0.35 
) fc^Lfco 

[0 0 7 4] 

(*2) 

A BfcteaflH B KM2760 C CPA D KM2760+CPA gfifrlil (BXC) 

1.00 0.80 0.48 0.35 0.39 

JSLti*), KM2760tCPAtO#ffli£4-»i> >9> £v>gtfiS&3b**# 

[»#9 4 ] 
[0 0 7 5] 

#lCCR4#l#: t x. h # v K<7)#JSi£# «t * JftIB*3»* 

CCRF-CE^fflJ3&(li hT^^eM^M)^2X10 8 ffl/niL^RPMI1640^«l (Gibco BRL) 

tBSE#2 004-3122702 
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m-ML, MH8Ml00//L£Balb/c;2 - Ft? X (U^f^T, 2£) tf>JH»JS|5J&l*lK#*iL 
[0 0 7 6] 

if M#121~348 mm 3 W§195 mm 3 ) ^)®SII*IO'(i#^illfe L> TOJMM^ 

tzB fcDayOi: Lfco 

A. BrftfcHSlS : 

B. KM2760#**# : Day0fcDay4KllE*fci9 800 M g&-5-LJz 0 

C. ^h^^K (&TVP-16; ^XTyim, B^k»^^tt) #$6Sf : DayO^<bDay4 
<D5BBk lE£fc<n0 mgAg&#L£o 

D. KM2760 + VP-16#fflS£ : VP-16£> Day0J&»&Day4O5H IB, lEfcfclHO mg/kg, KM27 
60£> Day0fcDay4fc 1 ]£$>tz *) 800^ g*£#L;fco 

[0 0 7 7] 

l?fe#U/Co Day7fc«j*ffc«tf>il!llj£*?rv^ }M«3&*<0iHlj£MU #i£<9Day0OJl«#« 
£V0i: Ltzbi* <DDay7<DMm&&mk (V/VO) O^ttO Jfctfc-Cfi 1 o 0 

#»OVA0O¥*&fltS:BI4K^i-o 134^ L£ «£ 3 KM2760 2:VP-16£: 
„ VP-16#»**v>M:ft#JiMBU >9 & M^mmWfflMmim Lfco 
[0 0 7 8] 

#»OV/V0*fifet£WM#OV/V0T?l!feL^:fl[ (T/C) i^Si^-to KM2760, VP-16W»J 

iftfcjfc^&t, Hlg©fISOT/C (S^^DO-fl) liIiiT^40.46J: *) fcfiHfi (0. 
38) 4-^L/:o 

[0 0 7 9] 

(*3) 

^OT/C 

A jtt^l B KM2760 C VP-16 D KM2760+VP-16 S^^fi (BXC) 
1.00 0.65 0.71 0.38 0.46 

M_t«fci9. KM2760tVP-16t^#ffi^#ti, * fr-T tmMttK^ «t 0 > *v*jfcM«H&** 

[Hlfe«l 5 ] 
[0 0 8 0] 

CCRF-CEl^fflJ!a(t >T«eifl^W)^2X10 8 WmLT-RPMI1640^ (Gibco BRL) \Z 
MUBU »JR»»100/iL*Balb/c^- Kv>?^ (H^V7, 41) OjRIHffi&F'afc^ttL 
fco MM?£17B S y ^ «fc aJl^gOiMSEfc^v^ •? Jffi5K#a^#m L 

[0 0 8 1 ] 

JB0#«an21~348 mm 3 (^195 mm 3 ) OlSHrt^W^SfeL, 
— J: -5 KISdHtLfcfcfc, TIBOAM)0#I§S#J£v*;*^i£#L£o SfcfrtfLfcB 
£Day0t Lfco 

A. irttttflB^ : 

B. KM2760#»S : Day0fcDay4^lE*fe«J800 //gi£-5-Lfco 

C. methotrexate (J0LTMTX; ^VM^-fe-h &ttifc, 0$7-f^V^'J -#c5££tf±) 
JIM&i* : DayO*&Day4©5BIBU lE*fcl915 mgAg^L/co 

D. KM2760 + MTX#ffiP : MTX£> Day0>feDay4O5B ffl. 1E*^015 mg/kg. KM2760£ 
„ DayO t Day4 lz 1 E & f z V) 800 ^ g-e L £ 0 

[0 0 8 2] 

ffifE# 2004-3122702 
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DS^Lfc. Day7fcH!*l*««>«i5£*fTV^ ffiMMmoflJJgfi, #^ODay0OJt^#« 
£V0fc L^ti Wilflttft (V/VO) Wtft^Jt^^T o fco 
#»<Z)VAO^>¥*&tt^j!iB»4i^*ia5Jw^-fo B5fc^LfcJ:-5 fc, KM2760 £. MTX b <D 

[0 0 8 3] 

#^OVAO*I^^PS#<OV/VO-e^L/>:^t (T/C) £^4K^-To KM2760> MTXM»J<^ 

\z m £ tttz m<Dvc<Dmmm > *r * 3m»#<&t/c * & n-^fr-^fcii 

fctt^fcfc, M^Wm^WC («4 f^D^Mit) iiI^t0.04J: «3 feteHiiL (0.01) 

[0 0 8 4] 

(«4) 

£-i£OT/C 

A ^ttMM B KM2760 C MTX D KM2760+MTX HMMIL (BXC) 

1.00 0.65 0.06 0.01 0.04 

ELh-fctK KM2760fcMTXtO#ffli£#(±, ^tL^tU^3ft«:# <£ •) , Ev*Sfcffi*3&***r 

6 ] 

[0 0 8 5] 

#lCCR4 #t#«M2760 1 G-CSF<0# ffl K£2> ^lM-»^J* 

CCR4/EU$fflI&(W001/64754) : SrlX10 6 WniLT?RPMI1640^^ (Gibco BRL) KJBWSU 
i^&lOO/z l£C57BL/6"v** (B^VT. j| % 8SffiO <£>£fl!i)3ai!l«&&F , 3 t^tttfco $ 

BSrDayOfcLfco 
[0 0 8 6] 

A. RttftlffilP 

B. KM2760Mi£ : DayO t Day4 1 E * •? 100 // g* L £ 0 

C. G-CSF#^: M«#*IB4Bhu (EUT, Day-4fciB-*0 ^<bDay5* W10B NK G-CSF 
V ATvfm.^ ®5fD3&SI*tt«) SrlBllIU 1 E*fc «J 10/< g&&T*£-S- Lfco 

D. KM2760 + G-CSF#fl§S: KM2760*Day0fcDay4HlB 1 UK lE*fc •? 100// g-C#Ml*ll£ 
#U G-CSFfcDay-4**e>Day5* -COIOBHU IB IE. 1 E*fc ■) 10// g£&T*£# Ltz Q 

[0 0 8 7] 

SUfcttAPlOE. B, C. Mffli#7E^ofc 0 KM2760{±?^$^@?£ (lOmM* i>Bfe 
, 150mltifrft:J- h »J pH6) > G-CSFtt^SAtt*. T#*WKU ^tL-e* 

tLl00/xLi*ol£^-L/io ##ODay0J: iJ&BHJfcy' ^ ^ J: *««e«)«56*trv^ 

Dayl7£JL|*^A»t?ttv^^O«*5B5& 1 *&* ofcfc*>, M0te»OM{iDayl4-«T Lfc 

[0 0 8 8] 

$ Cflf I^B C J3(t^T/Ci^g 5 t:^to ^WfcfcttSStM***©^ (T/C 
At) tt> BHB***H (Dayl4) ^*»t4A»0||*#«0^ffi^^S#POJtti6^^ 
TOffi^Jt (T/C'fiS) Ojfctfcfcfi^fc*. mT^3 Ktfcv^ffiLfco 

[0 0 8 9] 

(3$ 3) 

(T/C0O = (Dayl40#POffl^#«0^ffi) / (Dayl4^A3£coM;®#«<0 Witt) 
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KM2760, G-CSFW£#J OiSSS&^iW KWt £ iltzWVCmvmfc®., 1" ft t>%&mn%- 

*0.30i 0 <>tev»ffl[ (0.10) fc^Lfco 
[0 0 9 0] 
(*5) 

g A B C D HlHi (BXC) 

T/Ctt 1.0 0.48 0.63 0.10 0.30 

J0L±J:fJ> KM2760i:G-CSFtO#ffli£#{±, ^*L^OJ£M:4- £ «5 > *v>#tH*8&* 

[&ttfl 7 ] 
[0 0 9 1] 

35lCCR4 tH^>5 #M£KM2760 fc I FN- « K J: & £UB&&£ 

CCR4/EL4ia)^^5X10 5 M/mLT-RPMI1640^Afe (Gibco HRLtfc«) KJRfflU R&ffiflQOO 
/< l£C57BL/6^X (B*?W7, 4|> 8ilfft) ^JllSWRrtJ-SttLfeo S 
TfBA~D£T~fH3^tL^lL #-s">7.{CA~DO#^J^S#L7to ft£> JMffrfMtLfc 
BfcDayOi: L/co 
[0 0 9 2] 

A. MEttJtI!R»:INft# 

B. IFN-cijMWlIFN-a (Universal type I interferon, PBLA^f * 7*4 iJ fry tfy 
h 'J-XtD *DaylJ&»<bDay5e05BIBU IB 10. 1 %htz ^§X\tfxM\ts*W^ft%kM- 

C. KM2760#«^: KM2760 Dayl b Day5 t~ 1 B 1 0 > lE*fc 0 0. 5 ft gXBflfcftft-^ Lfco 

D. KM2760 + IFN-«#/BSE:KM2760*:DaylfcDay5£lB 10, lE*fc ») 0. 5// g-e^MF*J^ 

IFN-«*Dayl:frlbDay5fl>5 BHU 1B1EU 1 E*fc *) 5X ^unitsT'Ml*!^ L 

[0 0 9 3] 

^(±A^7E. B, C, DPl±#6E-Cff-o^o KM2760f±^^>K*«r* (lOmM^vBR 
, 150mJJ&*t^ h U PH6) > IFN- « t±0. 1% * ~>lfiL?if 7 ;W 7 5 > i^tf?BSX^WM 
KU -?"tL-rtLl00//L-f^ig#t/v:o DayHtC^TO^^^O^M^SS^b, J.-7-/Wfc 

[0 0 9 4] 

fc*fU «*imil&0|E*K:J:oTi|ltnLfc#*OjffliMJt**Jttti-4Ci:»iJ: 

[0 0 9 5] 

[0 0 9 6] 

(5*4) 

#t>tL^T/Cffi*^6^^-to KM2760, IFN- a MMM^MM^M-M &~iD# £ tt/i^OT/C 
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©T/Ct (SefOC) (±, SH#-e**0.25J: «3 fcftHi (0.088) fc^Lfco 
[0 0 9 7] 
(*6) 

jj A B C D EMM (BXC) 

T/Cff 1.0 0.48 0.52 0.088 0.25 

&Jt«fc*K KM2760^IFN-aCO#fflS:^{±^ **L-?ft<0l|M6MS:-$- J: *) , fcv»jfcjft»«l*«: 

[gfttt 8 ] 
[0 0 9 8] 

gfcCCR4 jft#KM2760 1 M-CSFC0#^^# lc J: & Jfiflt^J^ 

CCR4/EL4|B^(W0Ol/64754)^lXl0 5 1i/mL-eKPMH640^ (Gibco BKLttK) «L> 
»J8iB«200/iL*C57BL/6^9^ (B^^T, H, 8»*fr) ^HtISl*l t^*t Lfeo £ 

yOh Lfco 
[0 0 9 9] 

A. l*f£#)RUff:$ft5- 

B. M-CSFJ|M»3£: M-CSF (n>f a^n-ZK mfUMTEmttiSD £Day-3ri>£Day-l £ T?l 
B2 0, DayOfilB 1 0, ft 7 0, 1 E&fc ^ 100// g-CIMSrtiStS- Lfco 

C. KM2760#^^:KM2760^Day0l'lB 1 0. 1 E#>£ «9 50;* g-CJBUKrtS^Lfco 

D. KM2760 + M-CSF#ffl^: KM2760*Day0fcl B 11, lE*>fc •? 50j« g-CffilrtS^ D 
ay-3*»?>Day-l*-Cia 2 0, DayOiilB 10, ft" 7 0, 1 E*fc <9 100^ gTJRJffi L 
fc. 

[0 10 0] 

*tl±#t4Et1to/;o #3l*lJ{iKM2760li^^^il««?R UOmM^^m, 150mMi& 

a:-?-h;*a, P H6) > M-csFii^aA«*. amwm) -cw^ngiu ioo^l-to^l 

B Z> (JM, M^t^-T*) -Cffo^o #^tf*©£3pBaM3J: 

[0101] 

(*7) 



A 18, 18, 18, 18 18 1-00 

B 17, 18, 19, 20 18.5 1.03 

C 19, 21, 22, 27 22.3 1.24 

D 25. 25. 26. 27 25^8 1.43 (gjfrftl.27) 



$t7 KTFVfzt&t), m& <tCfC^^^v^T(±*MS^A^^^LT|fv^M»*L 

frM,bti%\t*i><D<D, mfc&^xtemm%tn>Mm%3W:&WLmzftJzo KM2760, m-csfim 
m <o mwnF&m k mm s n tz n <o <r> mssaiL , & t> % &mnmm <o * # »t 

m (1.43) *7*Ltz 0 
[0 10 2] 

JSUiJ:*), KM2760i:M-CSF^#ffl^{±, *fL J ?tl<om%&.^\~ <£ <9 , *v*ttJMBft* 
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[0 10 3] 

hCC-J^SM (CCR4) H#^6«Jt;^-t-^S^mm£*n;#:^ izimifcfa 

[0 10 4] 

[mi] \mcmffift<Dmmw*m&Ktt-t&v-'( y*<< >©*iai»**7^-*-o «&» 

lillllffitt^t. h*>f ^^M&DnBSK □ i4IL-2«]I$> MU4IL-15 

[ II 2 ] - KvWl: L £CCRF-CEM#fflJ& fctti" & }3t;CCR4#l# £ tf > 9 V X 
>*>#fflSb**jFi-o «£«lt±V/V0Offi*^o □l4Hftt»«l», #H§U4KM2760i£W 

[ IH 3 ] 14 * - K v «7 L £CCRF-CEM» KfcJ-f & *ftCCR4jft# t'>^D7*X 
7r< KOfia#*^to ftttttV/VOOUfc^tt-o □ ttl*tt*MIB»* £4l&t4KM2760 
J^-fei4'>^n-7*^-7r ^ K&#f£, ■t4KM2760t > * n 7 * X 7 r § K© 

[ HI 4 ] »± * - K t * * L CCRF-CEM,» ffiCM&UH* txf*'yK<D 

#ffl«r**^"^o »(4V/V0(^lt^^i-o □t4»te**Rai*. £WJ4KM2760i£-^> K 
h t£=s K«fc##, B{4KM2760t^ h *°v V <»ftRW%&W WW 

[0 10 5] 

[1215] {± - K v 7 X jgPflt L £CCRF-CEMj|fflJ& & #tCCR4£vfc £: ^ h hV^r-b 
-b«fffl»*t^to ^ttt4V/V0^tt**i-o □{4|^14^bs^ > $MSU4KM2760ft-5- 

[0 6 ] l4C57TBiy6^^^ ^^L^CCR4/^UM^^^KCCR4^L#fcG-CSF<D#ffl 
WM, AI4KM2760#^#, • l4G-CSFJ|MttS^ □ *-*L***Lar$- 0 /*-l±« 

[HI 7 ] (4C57BL/6-7 7 7. fcfMfc L^CCR4/EU«Blfe^W't & #LCCR43ft# fc IFN- a <D& 
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imm] 

SEQUENCE LISTING 

<110> KYOWA HAKKO KOGYO CO. , LTD. 

<120> Pharmaceutical composition comprising recombinant antibody against CCR4 
<130> H16-0831Q3 
<160> 18 

<170> Patentln Ver. 2. 1 

<210> 1 
<211> 360 
<212> PRT 

<213> Homo sapiens 
<400> 1 

Met Asn Pro Thr Asp He Ala Asp Thr Thr Leu Asp Glu Ser He Tyr 
15 10 15 

Ser Asn Tyr Tyr Leu Tyr Glu Ser He Pro Lys Pro Cys Thr Lys Glu 

20 25 30 

Gly He Lys Ala Phe Gly Glu Leu Phe Leu Pro Pro Leu Tyr Ser Leu 

35 40 45 

Val Phe Val Phe Gly Leu Leu Gly Asn Ser Val Val Val Leu Val Leu 
50 55 60 

Phe Lys Tyr Lys Arg Leu Arg Ser Met Thr Asp Val Tyr Leu Leu Asn 
65 70 75 80 

Leu Ala He Ser Asp Leu Leu Phe Val Phe Ser Leu Pro Phe Trp Gly 
85 90 95 

Tyr Tyr Ala Ala Asp Gin Trp Val Phe Gly Leu Gly Leu Cys Lys Met 
100 105 HO 

He Ser Trp Met Tyr Leu Val Gly Phe Tyr Ser Gly He Phe Phe Val 
115 120 125 

Met Leu Met Ser He Asp Arg Tyr Leu Ala He Val His Ala Val Phe 
130 135 140 

Ser Leu Arg Ala Arg Thr Leu Thr Tyr Gly Val He Thr Ser Leu Ala 
145 150 155 160 

Thr Trp Ser Val Ala Val Phe Ala Ser Leu Pro Gly Phe Leu Phe Ser 
165 170 175 

tBfE# 2004-3122702 
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Thr Cys Tyr Thr Glu Arg Asn His Thr Tyr Cys Lys Thr Lys Tyr Ser 
180 185 190 

Leu Asn Ser Thr Thr Trp Lys Val Leu Ser Ser Leu Glu He Asn He 
195 200 205 

Leu Gly Leu Val He Pro Leu Gly He Met Leu Phe Cys Tyr Ser Met 
210 215 220 

He He Arg Thr Leu Gin His Cys Lys Asn Glu Lys Lys Asn Lys Ala 
225 230 235 240 

Val Lys Met He Phe Ala Val Val Val Leu Phe Leu Gly Phe Trp Thr 
245 250 255 

Pro Tyr Asn He Val Leu Phe Leu Glu Thr Leu Val Glu Leu Glu Val 
260 265 270 



<210> 2 
<211> 28 
<212> PRT 

<213> Homo sapiens 
<400> 2 

Asn Pro Thr Asp He Ala Asp Thr Thr Leu Asp Glu Ser He Tyr Ser 
15 10 15 

Asn Tyr Tyr Leu Tyr Glu Ser He Pro Lys Pro Cys 
20 25 



<210> 3 

<211> 18 

<212> PRT 

<213> Homo sapiens 

<400> 3 

Asp Glu Ser He Tyr Ser Asn Tyr Tyr Leu Tyr Glu Ser He Pro Lys 
15 10 15 

Pro Cys 



<210> 4 

<211> 15 

<212> PRT 

<213> Homo sapiens 
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<400> 4 

Asp Glu Ser He Tyr Ser Asn Tyr Tyr Leu Tyr Glu Ser He Pro 
15 10 15 



<210> 5 
<211> 5 
<212> PRT 

<213> Mus musculus 
<400> 5 

Asn Tyr Gly Met Ser 
1 5 



<210> 6 

<211> 17 

<212> PRT 

<213> Mus musculus 

<400> 6 

Thr He Ser Ser Ala Ser Thr Tyr Ser Tyr Tyr Pro Asp Ser Val Lys 
15 10 15 

Gly 



<210> 7 

<211> 10 

<212> PRT 

<213> Mus musculus 

<400> 7 

His Ser Asp Gly Asn Phe Ala Phe Gly Tyr 
1 5 10 



<210> 8 

<211> 16 

<212> PRT 

<213> Mus musculus 

<400> 8 

Arg Ser Ser Arg Asn He Val His He Asn Gly Asp Thr Tyr Leu Glu 
15 10 15 



<210> 9 
<211> 7 
<212> PRT 
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<213> Mus musculus 
<400> 9 

Lys Val Ser Asn Arg Phe Ser 
1 5 



<210> 10 

<211> 9 

<212> PRT 

<213> Mus musculus 

<400> 10 

Phe Gin Gly Ser Leu Leu Phe Trp Thr 
15 



<210> 11 
<211> 138 
<212> PRT 
<213> Mus musculus 

<400> 21 

Met Asn Leu Gly Leu Ser Leu He Phe Leu Ala Leu He Leu Lys Gly 
15 10 15 

Val Gin Cys Glu Val Gin Leu Val Glu Ser. Gly Gly Asp Leu Met Lys 
20 25 30 

Pro Gly Gly Ser Leu Lys He Ser Cys Ala Ala Ser Gly Phe He Phe 
35 40 45 

Ser Asn Tyr Gly Met Ser Trp Val Arg Gin Thr Pro Asp Met Arg Leu 
50 55 60 

Glu Trp Val Ala Thr He Ser Ser Ala Ser Thr Tyr Ser Tyr Tyr Pro 
65 70 75 80 

Asp Ser Val Lys Gly Arg Phe Thr He Ser Arg Asp Asn Ala Glu Asn 
85 90 95 

Ser Leu Tyr Leu Gin Met Asn Ser Leu Arg Ser Glu Asp Thr Gly He 
100 105 110 

Tyr Tyr Cys Gly Arg His Ser Asp Gly Asn Phe Ala Phe Gly Tyr Trp 
115 120 125 

Gly Arg Gly Thr Leu Val Thr Val Ser Ala 
130 135 
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<210> 12 

<211> 132 

<212> PRT 

<213> Mus musculus 

<400> 12 

Met Lys Leu Pro Val Arg Leu Leu Val Leu Met Phe Trp He Pro Ala 
15 10 15 

Ser Ser Ser Asp Val Leu Met Thr Gin Thr Pro Leu Ser Leu Pro Val 
20 25 30 

Ser Leu Gly Asp Gin Ala Ser He Ser Cys Arg Ser Ser Arg Asn He 
35 40 45 

Val His He Asn Gly Asp Thr Tyr Leu Glu Trp Tyr Leu Gin Arg Pro 
50 55 60 

Gly Gin Ser Pro Lys Leu Leu He Tyr Lys Val Ser Asn Arg Phe Ser 
65 70 75 80 

Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr 
85 • 90 95 

Leu Lys He Ser Arg Val Glu Ala Glu Asp Leu Gly Val Tyr Tyr Cys 
100 105 110 

Phe Gin Gly Ser Leu Leu Pro Trp Thr Phe Gly Gly Gly Thr Arg Leu 
115 120 125 

Glu He Arg Arg 
130 



<210> 13 
<211> 119 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Synthetic peptide 
<400> 13 

Glu Val Gin Leu Val Glu Ser Gly Gly Asp Leu Val Gin Pro Gly Arg 
15 10 15 

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe He Phe Ser Asn Tyr 
20 25 30 
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Gly Met Ser Trp Val Arg Gin Ala Pro Gly Lys Gly Leu Glu Trp Val 
35 40 45 

Ala Thr He Ser Ser Ala Ser Thr Tyr Ser Tyr Tyr Pro Asp Ser Val 
- 50 55 60 

Lys Gly Arg Phe Thr He Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr 
65 70 75 80 

Leu Gin Met Asn Ser Leu Arg Val Glu Asp Thr Ala Leu Tyr Tyr Cys 
85 90 95 

Ala Arg His Ser Asp Gly Asn Phe Ala Phe Gly Tyr Trp Gly Gin Gly 
100 105 110 

Thr Leu Val Thr Val Ser Ser 
115 



<210> 14 
<211> 119 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Synthetic peptide 
<400> 14 

Glu Val Gin Leu Val Glu Ser Gly Gly Gly Leu Val Gin Pro Gly Gly 
15 10 15 

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Asn Tyr 
20 25 30 

Gly Met Ser Trp Val Arg Gin Ala Pro Gly Lys Gly Leu Glu Trp Val 
35 40 45 

Ser Thr He Ser Ser Ala Ser Thr Tyr Ser Tyr Tyr Pro Asp Ser Val 
50 55 60 

Lys Gly Arg Phe Thr He Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr 
65 70 75 80 

Leu Gin Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys 
85 90 95 

Ala Arg His Ser Asp Gly Asn Phe Ala Phe Gly Tyr Trp Gly Gin Gly 
100 105 110 

Thr Leu Val Thr Val Ser Ser 
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115 



<210> 15 
<211> 112 
<212> PRT 

<213> Artificial Sequence 
<220> <223> Synthetic peptide 
<400> 15 

Asp He Val Met Thr Gin Ser Pro Leu Ser Leu Pro Val Thr Pro Gly 
15 10 15 

Glu Pro Ala Ser He Ser Cys Arg Ser Ser Arg Asn He Val His He 
20 25 30 

Asn Gly Asp Thr Tyr Leu Glu Trp Tyr Leu Gin Lys Pro Gly Gin Ser 
35 40 45 

Pro Gin Leu Leu He Tyr Lys Val Ser Asn Arg Phe Ser Gly Val Pro 
50 55 60 

Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys He 
65 70 75 80 

Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Phe Gin Gly 
85 90 95 

Ser Leu Leu Pro Trp Thr Phe Gly Gin Gly Thr Lys Val Glu He Lys 
100 105 110 



<210> 16 
<211> 119 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Synthetic peptide 
<400> 16 

Glu Val Gin Leu Val Glu Ser Gly Gly Asp Leu Val Gin Pro Gly Arg 
15 10 15 

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe He Phe Ser Asn Tyr 
20 25 30 

Gly Met Ser Trp Val Arg Gin Ala Pro Gly Lys Gly Leu Glu Trp Val 
35 40 45 

tBlE# 2004-3122702 



#M 2 0 0 4- 1 5 5 1 4 1 V : 8/ 



Ala Thr He Ser Ser Ala Ser Thr Tyr Ser Tyr Tyr Pro Asp Ser Val 
50 55 60 

Lys Gly Arg Phe Thr He Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr 
65 70 75 80 

Leu Gin Met Asn Ser Leu Arg Val Glu Asp Thr Ala Leu Tyr Tyr Cys 
85 90 95 

Gly Arg His Ser Asp Gly Asn Phe Ala Phe Gly Tyr Trp Gly Gin Gly 
100 105 110 

Thr Leu Val Thr Val Ser Ser 
115 



<210> 17 
<211> 119 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Synthetic peptide 
<400> 17 

Glu Val Gin Leu Val Glu Ser Gly Gly Asp Leu Val Gin Pro Gly Arg 
15 10 15 

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe He Phe Ser Asn Tyr 
20 25 30 

Gly Met Ser Trp Val Arg Gin Ala Pro Asp Lys Arg Leu Glu Trp Val 
35 40 45 

Ala Thr He Ser Ser Ala Ser Thr Tyr Ser Tyr Tyr Pro Asp Ser Val 
50 55 60 

Lys Gly Arg Phe Thr He Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr 
65 70 75 80 

Leu Gin Met Asn Ser Leu Arg Val Glu Asp Thr Ala Leu Tyr Tyr Cys 
85 90 95 

Ala Arg His Ser Asp Gly Asn Phe Ala Phe Gly Tyr Trp Gly Gin Gly 
100 105 110 

Thr Leu Val Thr Val Ser Ser 
115 
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<210> 18 
<211> 112 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Synthetic peptide 
<400> 18 

Asp Val Leu Met Thr Gin Ser Pro Leu Ser Leu Pro Val Thr Pro Gly 
15 10 15 

Glu Pro Ala Ser He Ser Cys Arg Ser Ser Arg Asn He Val His He 
20 25 30 

Asn Gly Asp Thr Tyr Leu Glu Trp Tyr Leu Gin Lys Pro Gly Gin Ser 
35 40 45 

Pro Gin Leu Leu He Tyr Lys Val Ser Asn Arg Phe Ser Gly Val Pro 
50 55 60 

Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys He 
65 70 75 80 

Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Phe Gin Gly 
85 90 95 

Ser Leu Leu Pro Trp Thr Phe Gly Gin Gly Thr Lys Val Glu He Lys 
100 105 110 
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SIM 

[01] 



100 r 



*SH4 (%) 80 • 



60 



40 



20 



■ Cytokine^^iP 
□ IL-2 
^ IL-15 




tfcft^BfciO KM2760 
1 ng/mL 



KM2760 
100 ng/raL 



[H2] 
10 



v/vo 



1 - 



0. 1 




□ a. m&tt m 

M B. KM2760 



D. KM2760+VCR 
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V/VO 




□ a. mmtm 

§§ B. KM2760 

m c. cpa 



D. KM2760+CPA 



4] 



10 -, 



V/VO 




□ a. &&ztm 

m B. KM2760 



C. VP16 



D. KM2760+VP16 
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IH5] 



10 -=, 



1 -= 



v/vo 



0. 1 



0.01 




□ a. m&wm 

fft B. KM2760 

B c - MTX 

■ D. KM2760+MTX 



[B6] 
2500 

2000 

si 1500 

^ 1000 
si 

500 



b : mmowm 

C : G-CSF#»^ 

D : KM2760 + G-CSF0WBW 




6 9 12 



15 
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# j? J? Jt J* 



^ ^ 



G- 
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l/E 
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